Homozygous variegate porphyria (VP) is described in a 12-year-old boy, whose notable clinical features were retarded growth and lifelong photosensitivity. Both his parents have latent VP. Preliminary details are also given about a second, unrelated patient, a 20year-old woman with VP, dwarfism and lifelong photosensitivity. The homozygous state seems highly probable in her case also. A feature of note in both patients was raised erythrocyte protoporphyrin concentration with 60-70% zinc chelation. We feel that this may be a characteristic feature of homozygous porphyria.
and since then has had a growth rate below the third centile for both height and weight. From the age of 2 years his exposed skin, especially face and backs of hands has had recurrent blisters, crusts and erosions throughout the year, worse in summer. The skin is easily damaged by minor trauma. His one sister has congenital cataracts but no cutaneous symptoms. Both parents are asymptomatic.
Examination revealed a small, thin boy of normal intelligence, height 123 cm, weight 18.3 kg. Nose, cheeks and backs of hands had crusts, erosions, multiple superficial scars and milia (Figures 1, 2, 3 ), the mouth perioral radial linear scarring, and the forehead and face minimal hypertrichosis. Face and limbs showed obvious freckling, the fingers clinodactyly.
Investigations in 1977 revealed normal growth hormone activity and thyroid function. Evidence of chromosomal strand breaks or increased sister chromatid exchanges was absent. Recent normal investigations included Hb concentration; white cell, differential and platelet count; ESR; serum iron concentration and total iron-binding capacity; liver function tests; blood sugar; serum urea and electrolyte concentration, routine urinalysis. Table 1 shows results of blood, urine and stool porphyrin studies in patient, mother and father. Only isomer III porphyrins were found. Urinary porphobilinogen and 6-aminolaevulinic acid excretion in all 3 were within normal limits. Fluorimetry of the patient's plasma' showed a sharp emission peak at Protoporphyrinogen oxidase (PO) activity was measured in skin fibroblast cultures from the patient and his parents after Brenner and Bloomer2, modified so that the fibroblast homogenate (0.4A-.60 mg protein) was incubated in a final volume of 0.21 ml containing 50 FM protoporphyrinogen (see last column, Table 1 ). Cytoplasmic haem biosynthetic enzymes (6-aminolaevulinic acid dehydrase, hydroxymethylbilane synthase, uroporphyrinogen III synthase, uroporphyrinogen decarboxylase) were measured in the patient's red cells3 and were normal.
On the basis of these results, this patient was diagnosed as having homozygous VP. JT, a 20-year-old married woman, has had recurrent blistering and erosions, resulting in scars and fragility of the skin in sun-exposed areas, since the age of 9 months. The condition is worse in summer. Height and weight have been below the 3rd centile since infancy. She suffered an epileptic fit (?febrile) at age 3 years, and a chest infection associated with transient hemiparesis at age 4. Her maternal family history strongly suggests variegate porphyria with neurological episodes. There is no information on her father or his family history.
Examination has shown her to be of normal intelligence; obvious dwarfism is evident, and clinical appearances in the skin are very similar to Case 1. Clinodactyly is present. X-rays of the hands show Table 2 ; note the raised erythrocyte protoporphyrin concentration with 60-70% present as thezinc chelate. Further investigations have so far been frustrated, and no studies on relatives has yet been possible. A provisional diagnosis of homozygous VP was made.
Discussion
The above results indicate that both these patients have porphyria, but with unusual clinical and biochemical features. The early onset of photosensitivity cannot be explained by erythropoietic protoporphyria, Gunther's disease or hepatoerythropoietic (hepatoerythrocytic) porphyria (HEP). The latter two are excluded by the porphyrin excretion studies and, in Case 1, by normal red cell enzyme activities. VP is suggested by the high faecal proto-, copro-, and ether-insoluble porphyrin (porphyrin X), and by the plasma fluorescence emission peak at 625 nm'. VP is inherited as an autosomal dominant condition, but, as Table 1 shows, both parents of Case 1 had marginally abnormal stool porphyrin concentrations and reduced PO activity, the latter characteristically defective in VP2. Both parents therefore have latent VP. The early development of symptoms in Case 1, his very low PO enzyme activity (5% of the control mean), and the finding that both his parents have latent VP, suggest that he has a severe defect and is homozygous for the VP genetic defect.
The similar clinical picture and onset in infancy of photosensitivity make Case 2 almost identical. The faecal porphyrin profile is typical of VP ( Table 2) . As enzyme studies on this patient and her parents have not been possible, the diagnosis of the homozygous state in her case is not definite. The dwarfism in both of these patients is of interest and remains unexplained.
The presence of raised free and zinc-chelated protoporphyrin in the red cells of our 2 patients is also notable. Accumulation of protoporphyrin in red cells may be a general consequence of severe defects of haem biosynthetic enzymes, for it is also a feature of HEP, another homozygous hepatic porphyria4. It is also reported in 3 cases of homozygous hereditary coproporphyria (HC)s. Even when these defects involve enzymes that are at about half normal activity, as in the single gene counterparts of HEP and homozygous VP and HC, no detectable defect of erythroid haem metabolism is evident. So the mechanism underlying the accumulation of protoporphyrin in the red cell and its zinc chelation remains unexplained, but its presence may be a useful diagnostic marker of a homozygous state.
Only one other report of homozygous VP has been published6, in which 2 Czech siblings had a photodermatosis of early onset similar to our cases. The biochemical abnormalities in our Case 1 and parents resemble those in the Czech family. Also, although omitted from the original Czech report, moderately raised red cell protoporphyrin with zinc chelation were found in the probands7. The Czech siblings differed from our cases in having mental retardation and nystagmus. It is possible that a different defect of the PO enzyme may underlie slight differences in the clinical picture.
To clarify the co.ndition more, further, studies are needed ;to elucidate' the enzyme' defect more completely. Additional cases of homozygous VP may be expected to emerge as enzyme studies are performed more often, especially in families with atypical varieties 'of porphyria. 7 Ulcerative lichen planus is a rare variant of lichen planus. We report a case with all the characteristic featuresibut also with secondary webbing of the toes a sign previously reported-in only one other patient with this condition. -The importance of prompt surgical treatment of the chronic eroded areas on the feet is discussed.
Case report
In 1949, a 39-year-old housewife developed severe inflammation of her left large toe which lasted-for several months, resulting in loss of the toenail. Since then there have been recurrent episodes of inflammation, painful ulceration and occasionally painful blisters affecting the toes and the plantar surfaces of both feetparticularly the left. By 1960 she had lot several more toenails and the toes ofthe left foot had become joined together.
On presentation in July 1983 at the ag,--of 73 years, examination revealed a large erosion (5 x 3 cm) on the medial aspect of the left heel tnd instep ( Figure 1) ; smaller eroded areas on both bfet with surrounding atrophy and scarring; fusion ofthe toes of the left foot producing a mitt type ofdeformity ( Figure 2 ); absence of all the toenails apart from the 4th and 5th toes of the right foot; pterygium of the right thumb and left index finger; an area of cicatricial alopecia (2 x 3cm) on the vertex and extensive leukokeratotic lesions on the buccal mucosa of the right cheek etnding to the lips with smaller lesions sublingually. VWe pedal erosions were painful and, although nin healthy looking granulation tissue, th-ey had shown little tendency to heal despite long-term conservative measures at home. 0141-0768/86/ 060363-03/$02.00/0 t1986 The Royal Society of Medicine
